March 23, 1953
Dear ¥im:

Thie letter concerms the Neurospora UV-inactivation mos. I enjoyed
reading them very much, and thank you for giving me the copportunity. I
ruet apologize for talking so long about it , but heve been so husy =as
to suffer from a sort of immumological paralysis: =0 many things to
deal with that I don‘t kmow what to do firet, and therefore tend to
do none.

I can't help but offer scms suggestions about the me. These in no way
detract from my enthusiesm about it, and are offered for whatever disposi-
tion you choose ( including file 13). I showed the papers to Crow-- perhaps
put¥ihg him on the spot. However, he says ho enioyed them, and would like
1o vsee them put in priper form and submitted for consideratfon by Genetlcs.
He can hardly guarantee acceptance, as this will depend on the reviewer's
comrents, but my own suspicion 1a that if suitebly emended the mae. will
have no trouble getting into @lenetics. Their pudblication schedule now is
somevhat improved, and demands only a little patience. If yousare more ih
a hurry, you might send them to Szilard (i.e. & Novick) or Tatum for sub-
mission to PNAS. Y think Max' pereuptory refusal is ehly enother of several
examples of pereonal prejudice. I don't understahd why Dob¥ should heve been
50 negative, unless he didn't understand them himeelf. Frahkly, though, I
suspect that Jorman'ec opus probably deserved and bore the brunt of adverse
oriticism. I'm not too happy about that paper myself, and I wonder if you
would not be wiser 4o rely on his Exp. Cell Resaarsh as the documentation
for the kineties, and not tie your own paper with his. At any rate, I have
not studied his paper nearly so closely as yours, and can say very little

about it. **gre sugrested
forne
™ .Some minitiae:
pl L-12 %44 seems preferable” 4o what® *the Pindéngweare most simpiy
prla:.Mdc sen?
21  *nucleis It involves...* 22 ‘"carrying" *that carry’

2 2 "The method..." *# Such mutatione ere detected in a heterokaryon...*

TERMIRCLOGY: general The Stanford group hae mede the wvery censible sugrestion
that the techniocal name for the biochemiocal mutants should be ormfithine rather
than ornithineless. In any case, for GENETICS the mutant symbole should be
italicized, and I would recormend the Stanford suggection, ( juct as one says
eosin, scute and not necessarily ecsin-eyed, scute-haired etc). Also,

to turn to rhetoric, "shows growth" is an awkward and unnecessary circurmlocution
for*grows*, as *grows normally* for”shows normal growth®,

2 18 referonce to sorbose effect (Tatum et al, 3clence....)

3 12 "4f they are also homolaryotic for any receesive" *if they carry
aNYsee™ *% 48 less cautious, but the exception is ade-uately stated in the
next paragraph, infra.



13-14 A more explicit definition may be necessary to justify "receseive”,
although this is implicit in "heritable": *lethal when homokaryotic, but
ie maintained and inherited when heterokaryotic. The question...*

21-2% Not clear whether you say that you will almost always misc lethals

in your initial test whenever there are two or more smycddial nuclei (as non-
homologzous nhtetiond in each should permit amyoelial segregants still hetero-
karyotic for one or more iethals. In a more complete account, ae for Genotlcs,
the point should be detailed, but in a later section.(This should also review
the guestion, bound to come wp in the resders' minds how well ths distribution
of nuclear typee sgreee with s raniom sanpling.) You might, of course, detect
lethals in these cases by a later dteating of the produets of a first nlating,
but this would also raise guestions of delayed & fractional mutations which
have likewise no hypothetical bearing on hypothesis (1).

parsgraph after equatione. I ar: sure I understood this myself, but am unable to
tell how much previous experience helped. An insertion to explain "lowest poseible
theorstical values of P* nn the lowest that can be achfeved by ad justing free
parereteres might help. Or *The cotimate of F, hened on curvivorship, sesumes

thet all lethal effeotes ere due to rutstion, snd all deviations....* *,sruled out
if the reassured numbers of rutations are too small to be roconciled with dke
least vaius of P that can be obtained by sad justing the free perameters r and n*
It might help to give different symbols to the P*of (2) and of yowr direct eeti-
mate, to avoid repititious language. Exwmtx®t You could then write that P* &=

P, and that no reasonable value of n and m will 4n fact glve D = P*. Hyp.(1l)

can only be ruled out by your test, not most decisively-- your lenguage simply
transfere the emphesis to "lowest possible theorotical estirate®.

3-4 I may have prejudged: how de you defins homology here! This ic already
out of the bounds of the hypothesis, i.e., al! of the units are horologous.

In Pigure 1, to clarify the symbols, add msl, m=iO, How iz nbcissa plotted?
7 I: this entirely independent of the distribution of nuclel?

Y and table 1. The arrangement of this table is rather difficult to understand.
It would help to have a line for the unirradiated centrols giving the actual
proportione of the imtreated conidial typees. This ie implied in table 2, but

not clearly referred to table l. The heading "expected survival" will be uninfor-
mative by itself, *survival expected according to (8)*. Rather than "observed/
expected”, 1t might be hetter to have two colums: *Observed survival, S/M*,

and *S/M calculated from (8)

16 Would replica plating help? 13: does pruponisrance of pnt vitiate the
precision of jawim Fxp. II?

P2. that

P2 may not be stated with utmost clarity *conddia shéch gave heteroBaryons

on minimal showed an effect of UV by tending to become homokaryotic on lysine

medium, when first plated. Last sentence 1s too antlcipatory #possible explana-

tions will be considered later®/

(Would you want to mention the very similar haploidizing effecta on diploid
coll: CSH 16:428-4297)

These minutias are not very important: the work as a whole 1s superb.



0f several possible courses, if I may add a (gratuitous?) recommendation,

I would suggest rewriting the paper slightly more expansively (especially in the
prsentation of the exptl data) for Genetics. I would include everything in this
paper, and would add enough of your subsequent homology tests (as anticipated in
the Biol Bull abstract) to show that m is certainly larger than 1. The detadked
study of the lethals and theilr homology, as you are now doing, can safely be left
for a later paper, but should not delay the publication of this one. If you let
it go too long you will be left with an unmanagesble mass thit will be very dif-
ficult to digest.

Sincerely




